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because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:

- because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. . Claims Nos.: 6-11, 13-16
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No:1I1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

-***-Please See Supplemental Page-***-

1. D As all required additional search fees were tlmely paid by the appllcant this mtematlona] search report covers all searchable
claims.

2. EI As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the requfred additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, No required additional search fees were tlmely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
Group I: Claims 1-5, 12, 17-57

Remark on Protest D The additional search fees were accompanied by the appllcant s protest and, where applicable, the

‘payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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-***-Continuation of Box No. lil - Observations where unity of invention is lacking:

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inveqtive
concept-under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I: Claims 1-5, 12 and 17-57 are directed toward a method of classification, diagnosis, prognosis and/or prediction of an outcome
of a condition in an individual, said method comprising: a) contacting a cell population from said individual with a DNA damage or
apoptosis inducing agent, wherein said cell population comprises a genetic and/or epigenetic alteration, wherein said alteration is
associated with the development of said condition; b) characterizing a plurality of DNA damage repair pathways in one or more cells
from said cell population by determining an activation level of at least one activatable element within said plurality of DNA damage repair
pathways, c) determining whether said plurality of DNA damage pathways are functional in said individual based on the activation levels
of said activatable elements; and d) making a decision regarding classification, diagnosis, prognosis and/or prediction of an outcome of
said condition in.said individual, wherein said decision is based on said determinion on step (c); and a method of classification,
diagnosis, prognosis and/or predicition of an outcome of a condition in an individual, said method comprising: a) contacting a cell
population from said individual with a DNA damage apoptosis inducing agent, wherein said cell population comprises a genetic and/or
epigenetic alteration, wherein said alteration is associated with the development of said condition, and wherein said cell population is not
associated and/or is not causative of said condition; b) determining an activation level of at least one activatable element within a DNA
damage pathway, an apoptosis pathway, and/or a cell cycle pathway in one or more cells from said cell population; and ¢) making a
decision regarding classification, diagnosis, prognosis and/or prediction of an outcome of said condition in said individual, wherein said
decision is based on said activation levels of said at least one activatable element within said DNA damage pathway, an apoptosis
pathway, and/or a cell cycle pathway.

Group II: Claims 58-80 are directed toward a method of determining a signaling phenotype of a cell population, wherein said cell
population comprises a genetic/epigenetic alteration of interest, said method comprising: a) subjecting said cell population comprising
said genetic alteration to a plurality of modulators in separate cultures; b) characterizing at least one pathway in said cell population from
separate plurality of cultures by determining an activation level of at least one activatable element within said at least one pathway; ¢)
creating a response panel for said comprising said characterization of said at least one pathway from said separate cultures; and d)
determining a signaling phenotype, wherein said signaling phenotype is based on said response panel.

Group lll: Claims 81-101 are directed toward a method for detecting p53 levels in a cell population, said method comprising: a)
subjecting said cell population to a modulator; b) contacting said cell population with a binding element specific for p53; and c) using flow
cytometry to detect presence or absence of binding of said binding element to p53, wherein the presence or absence of binding of said
binding element is |nd|cat|ve of the p53 levels in said population. .

The inventions listed as Groups I-11l do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons: the special technical features of Group |
include a method of classification, diagnosis, prognosis and/or prediction of an outcome of a condition in an individual, said method
comprising: a) contacting a cell population from said individual with a DNA damage or apoptosis inducing agent, wherein said cell
.population comprises a genetic and/or epigenetic alteration, wherein said alteration is associated with the development of said condition;
b) characterizing a plurality of DNA damage repair pathways in one or more cells from said cell population by determining an activation
level of at least one activatable element within said plurality of DNA damage repair pathways; ¢) determining whether said plurality of
DNA damage pathways are functional in said individual based on the activation levels of said activatable elements; and d) making a
decision regarding classification, diagnosis, prognosis and/or prediction of an outcome of said condition in said individual, wherein said
decision is based on said determinion on step (c); and a method of classification, diagnosis, prognosis and/or predicition of an outcome
of a condition in an individual, said method comprising: a) contacting a cell population from said individual with a DNA damage apoptosis
inducing agent, wherein said cell population comprises a genetic and/or epigenetic alteration, wherein said alteration is associated with
the development of said condition, and wherein said cell population is not associated and/or is not causative of said condition; b)
determining an activation level of at least one activatable element within a DNA damage pathway, an apoptosis pathway, and/or a cell
cycle pathway in one or more cells from said cell population; and c) making a decision regarding classification, diagnosis, prognosis
and/or prediction of an outcome of said condition in said individual, wherein said decision is based on said activation levels of said at
least one activatable element within said DNA damage pathway, an apoptosis pathway, and/or a cell cycle pathway, which are not
present in Group Il, Group Il having special technical features including a method of determining a signaling phenotype of a cell
population, wherein said cell population comprises a genetic/epigenetic alteration of interest, said method comprising: a) subjecting said
cell population comprising said genetic alteration to a plurality of modulators in separate cultures; b) characterizing at least one pathway
in said cell population from separate pldrality of cultures by determining an activation level of at least one activatable element within said
at least one pathway; c) creating a response panel for said comprising said characterization of said at least one pathway from said
separate cultures; and d) determining a signaling phenotype, wherein said signaling phenotype is based on said response panel, which
are not present in Group lll, Group Il having special technical features including a method for detecting p53 levels in a cell population,
said method comprising: a) subjecting said cell population to a modulator; b) contacting said cell population with a binding element
specific for p53; and c) using flow cytometry to detect presence or absence of binding of said binding element to p53 wherein the
presence or absence of binding of said binding element is indicative of the p53 levels in said population.

-***-Continued Within the Next Supplemental Box-***-
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-***-Continued from Previous Supplemental Box-***-

Groups I-1Il share the technical features including a celf poputation and subjecting a cell population to a modulator; a determination or
classification; a cell population comprising a genetic/epigenetic alteration of interest; at least one pathway, determining an activation
level of at least one activatable element within said at least one pathway; a method of classification, diagnosis, prognosis and/or
prediction of an outcome of a condition in an individual, said method comprising: a) contacting a cell population from said individual with
a DNA damage or apoptosis inducing agent, wherein said cell population comprises a genetic and/or epigenetic alteration, whereir) said
alteration is associated with the development of said condition, and making a decision regarding classification, diagnosis, prognosis
and/or prediction of an outcome of said condition in said individual.

However, these shared technical features are previously disclosed by WO 2011/156654 A2 to Cesano, et al. (hereinafter 'Cesano’).
Cesano discloses a cell population (cell population; paragraph [0009]) and subjecting a cell population to a modulator (subjecting a cell
population to a modulator; paragraph [0011]), a determination {determination; paragraph [0011]) or classification (classification;
paragraph [0009)), a cell population comprising a genetic/epigenetic alteration of interest (a cell population comprising a
genetic/epigenetic alteration of interest; paragraph [0009)), at least one pathway (a DNA damage repair pathway (at least one pathway),
paragraph [0009]), determining an activation level of at least one activatable element within said at least one pathway (determining an
activation level of at least one activatable element within said at least one pathway; paragraph [0009]), a method of classification,
diagnosis, prognosis and/or prediction of an outcome of a condition in an individual (a method of classification, diagnosis, prognosis
and/or prediction of an outcome of a condition in an individual; paragraph [0009}), said method comprising: a) contacting a cell
population from said individual with a DNA damage or apoptosis inducing agent (said method comprising: a) contacting a cell population
from said individual with a DNA damage or apoptosis inducing agent; paragraph [0009}), wherein said cell population comprises a
genetic and/or epigenetic alteration (wherein said cell population comprises a genetic and/or epigenetic alteration; paragraph [0009]),
wherein said alteration is associated with the development of said condition (wherein said alteration is associated with the development
of said condition; paragraph [0009]), and making a decision regarding classification, diagnosis, prognosis and/or prediction of an
outcome of said condition in said individual (making a decision regarding classification, diagnosis, prognosis and/or prediction of an
outcome of said condition in said individual; paragraph [0009]).

Since none of the special technical features of the Groups I-lll inventions is found in more than one of the inventions, and since all of the
-shared technical features are previously disclosed by the Cesano reference, unity of invention is lacking.
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